Operation, July 20, 1921: Prostate projected into bladder as a apple-like swelling, smooth and elastic. Enucleation easy, though there was some increased fixation in posterior part of gland. On subsequent examination with patient in the Trendelenburg position and the cavity illuminated, two small firm nodules were found in the posterior part of the prostatic cavity and were removed.
The prostate removed appeared to be of the ordinary fibro-adenomatous type, but it was rather ragged on the posterior aspect. On microscopic examination of this portion of the gland and also of the small nodules removed from the posterior part of the cavity, adenocarcinoma was found to be present.
When seen again four months later, he looked well and passed urine comfortably and with good stream. Frequency five times during day and once at night. A No. 14 steel sound passed easily, but there was a feeling of roughness upon its passing through the prostatic area like rubbing against wet wash-leather. Per rectum the prostatic area was found to be small, but there was a firm band of infiltration as thick as the forefinger passing outwards and upwards on the right side, in the area of the pelvic lymphatics. No glands felt.
The patient died on August 17, 1922, thirteen months after the operation, from progressive weakness, but Dr. Hovenden wrote that at no time had he the slightest difficulty in passing a full sized catheter. No post mortem was obtained.
Case II.-Major A., aged 61. Seen with Dr. Shackleton on December 1, 1922 . In December, 1919 , he consulted his doctor owing to the occurrence of a blood-stained emission; he was then found to have an enlarged prostate, and upon catherization was found to have residual urine. From this time there was increasing trouble in micturition, hesitation, and frequent desire. In September, 1921, he had acute retention, requiring catheterization. Frequency gradually increased to two-hourly day and night, and a month ago his doctor found his urine very purulent and his bladder considerably distended. He had no backache, but marked thirst and loss of appetite.
Had never seen blood in his urine.
On examination: Thin, with flushed cheeks. Arteries thickened; blood-pressure 170. Tongue dry and brownish. Urine passed turbid with pus, alkaline, specific gravity 1004 and albumin present. Bladder remained distended to within 1 in. of the umbilicus after micturition. Neither kidney was palpable. Per rectum: Prostate found enlarged, flat, smooth, elastic, and readily movable. Blood urea, 72 mg. per 100 c.c. On December 7, 1922, a Pezzer tube was passed into the bladder above the pubes under local anesthesia. On the following day the urea concentration test only showed a percentage urea of 1V5 and 1-6 in the second and third hours.
On December 17 blood-urea had fallen to 38 mg. per 100 c.c. and urine-urea was concentrated to 2 per cent. and 2'2 per cent. in the second and third hours.
Operation, December 19, 1922: Prostatectomy. Enucleation easily carried out except in the upper and posterior part, where the gland was adherent. Prostate gland was of moderate size, showing many adenomatous, rounded masses, but was lacerated on the posterior aspect. Dr. Fry reported that the glandular structure showed irregular invasion of the surrounding tissue, with loss of basement membrane and irregular mitoses, indicating adenocarcinoma.
Except for some trouble from hemorrhage on the fifth day, the patient did well, and was healed and passing urine naturally on January 5, 1923. On February 14 he looked well, and the tongue was clear and moist. A catheter was passed easily. Per rectum the prostatic area was soft, but there was some thickening in the left pelvic lateral space suggesting commencing infiltration of the lymphatic area.
Case III.-F. B., aged 62, hadhad trouble with frequent micturition and slow forceless stream for four years, gradually increasing until three weeks ago, when he had acute retention, for which a catheter was passed. Again retention nine days ago, and since then a catheter has been passed twice a day; he only passes a few drops of urine per urethram when straining at stool. No hematuria; no backache nor thirst.
On examnination: Thin, hard-working man. Arteries thickened. Tongue moist and clean. Neither kidney nor liver felt. Bladder distended to 2 in. above pubes. Catheter passed and 20 oz. of urine drawn off, hazy, acid, specific gravity 1016, albumin present. Per rectum: prostate found enlarged, smooth, elastic, but firm; left side larger than right. Prostate gland movable and could be felt bimanually.
Operation, June 28, 1921: Left lobe of prostate very easily enucleated, but right lobe somewhat adherent in lateral aspect. On subsequent examination this surface found to be ragged, though the whole appeared to be the usual soft so-called adenomatous enlargement. Microscopic examination by Dr. Eastes showed, however, active adenocareinoma, consisting of polyhedral cells arranged in primitive glandular forrn.
Patient did well after operation, and the wound closed in twenty days. During convalescence a tube of radium was passed into the prostatic cavity and allowed to remain in sitt for four hours on alternate days, for six applications. Six months later patient was passing urine with good force, but the frequency had increased to threehourly by day and twice at night. No straining. Urine clear and free from albumin. Patient complained of aching in right sacro-iliae and right sciatic areas. Glands could be felt to be enlarged in right iliac fossa above Poupart's ligament, and on rectal examination there was found to be a hard, nodular infiltration in the right lateral pelvic lymphatic area. The patient lost weight rapidly, though he had no further difficulty in micturition, and died in February, 1922, eight months after operation.
Case IV.-S. B., aged 78. Seen April 15, 1922. Had had increased frequency of micturition for about five years, chiefly during day, with feeble, forceless stream. No pain. On April 13 had acute retention, and his doctor could only pass a No. 6 catheter with difficulty. The next day, the retention remaining, no catheter could be passed, and he was in considerable pain from distension of the bladder, with overflow dribbling of urine.
On examination his tongue was dry and glazed. He had bilateral backache and marked thirst. The bladder was very distended and tense. Per rectum, the prostate was found to be enlarged, soft, uniform in consistence and movable. Attempts at catheterization failed, a stricture and false passage being present in the bulbous urethra. A small tube was passed into the bladder above the pubes and the urine slowly drained off. The urine was blood-stained, specific gravity 1012; it contained albumin but no sugar.
Ten days later his tongue was moist and clean, thirst had gone, and the urine was clear. The blood urea was 41 mg. per 100 c.c., but there was no previous test for comparison.
Under an anmesthetic the stricture was divided and the suprapubic incision was enlarged. The prostate was projecting into the bladder in bilateral form, and was easily and rapidly enucleated. The gland showed the usual rounded fibro-adenomatous masses, but it was noted that the right lobe was more dense than the left, and was slightly reddened. Pathological examination by Dr. Eastes showed that there was undoubted carcinoma present in a small area in the centre of the right lobe. The patient made an excellent recovery from the operation, but died subsequently from diabetic coma. I would like to here mention another case (for the notes of which I am indebted to my colleague Mr. Percival Cole), though I do not include it in my series.
Case V.-J. C., aged 75. This patient was operated upon in 1917 for an apparently simple prostatic enlargement; he had had prostatic symptoms for three years and for three weeks previous to operation complete retention requiring catheterization. The prostate was enlarged, smooth and elastic and was looked upon as adenomatous.
It was easily enucleated and the pathological report returned stated that it was adenomatous, though it does not appear that any microscopic section was made.
In February, 1923, he was again admitted to hospital owing to difficulty in micturition. Frequency was increased to every half-hour during the day and to four or five times at night with great straining. No catheter could be passed; upon each attempted passage the catheter was arrested in the prostatic urethra. Under spinal anesthesia a filiform bougie was passed with difficulty and the firm tissue in the prostatic area was incised with an internal urethrotomy knife. This was followed by rigors and hyperpyrexia, sweating and death after nineteen hours. At the post mortem the whole of the prostatic area was found to be occupied by firm, hard tissue which proved on microscopic examination to be spheroidal-celled carcinoma. There was glandular infiltration in the iliac and lumbar glands, but nio evidence was found of visceral metastases.
This case is very similar to the case reported by Mr. Thompson at the last pathological meeting of this Section. An analysis of the records of these cases shows that they present the usual train of symptoms, spread over some years, of gradually increasing difficulty and frequency of micturition associated with the ordinary benign prostatic enlargement, and that clinical examination of the prostate by digital palpation per rectum failed to convey any suspicion of malignant disease. It was only at the operation for removal of the gland that any difference from the usual simple enucleation was found, when subsequent microscopic examination revealed the presence of carcinomatous infiltration in the area in which some fixation of the gland to the surrounding "capsule" had occurred. In the first three cases the operation was followed by carcinomatous infiltration in the lateral pelvic lymphatic space which was certainly not present before it. It is a noteworthy fact, however, that micturition could be performed freely even when this recurrence was well established. In one case the enucleation presented no difficulty from fixation, and subsequent microscopical examination revealed a small central focus of malignant disease in one lateral lobe, this finding being even a grepter surprise than in the cases in which some capsular adhesion had been found to have taken place. My opinion is that this condition occurs more frequently than would be thought and it is an indication that every gland removed at operation must be submitted to a close microscopical examination before it can be pronounced wholly innocent. In each case the average length of history given by the patient before seeking advice was about four years, so that the progress of each case cannot be looked upon as any more rapid than the ordinary benign prostatic enlargement; neither pain nor hLematuria had been a feature in any of the cases.
I must confess that in many cases of prostatectomy, the macroscopic appearance of the gland removed has not given rise to any suggestion of malignancy, so that in a large number of my cases no critical pathological examination has been made. to make use of the following figures and I take this opportunity of thanking them for their trouble in obtaining them for me. In a series of 678 prostates removed by operation and submitted to them at the Laboratories of Pathology and Public Health for pathological examination during the last ten years, no less than 174 or 25'7 per cent. were definitely malignant, whilst they classify 58 others, or 8'6 per cent., as border-line or precancerous; 443, or 65'3 per cent. were innocent (adenomatous), and three, or 04 per cent., were tuberculous. Dr. Fletcher adds the following criticism of these figures:
" I think the findings, however, must be discounted to some extent by the fact that many surgeons send for examination only those prostates about which they themselves have doubt, and destroy the others. On the other hand, in the vast majority of these prostates, only certain parts have been cut and not complete cross sections of both lobes-in fact in many cases I only received a piece of the organ. This would militate against the other factor, but I think not to the same extent and I consider that the percentage of malignant prostates given by these figures is higher than it would be if all prostates removed were examined. Those classified as precancerous are border-line cases about which pathologists might well differ and I should think most are innocent." These figures and Dr. Fletcher's remarks upon them are very valuable, representing as they do the microscopic findings in prostates removed by operation in the practice of a large number of surgeons; but, as he justly remarks, the incidence of carcinoma in 25'7 per cent. is probably higher than the true proportion. I think, however, that we may fairly assume that the operation for the removal of the gland in the very great majority of these cases was performed under the diagnosis of a simple enlargement of the organ, though I know that I for one have not sent him many prostates that I have removed because I thought the naked-eye appearance was conclusive that the tumour was innocent-an error now rectified.
In 1914 Wade, of Edinburgh, found that in a series of 134 specimens of enlarged prostates, fourteen were carcinomatous. In ten out of these fourteen cases, the prostates were removed by operation and their condition was found to be similar to that found in the cases I have described, that is, they were removed under the assumption that they were affected with benign tumours and were only found to be carcinomatous on subsequent microscopic examination. Wade states that in these cases the carcinoma commenced in the centre of an area of chronic lobular prostatitis (by which term he describes the common adenomatous enlargement), and he remarks that in this fortunate circumstance enucleation is at first easy. I would remark that in three out of four of my cases the malignant disease appeared to commence in the periphery of the gland and in only one in the centre. Wade further emphasizes the necessity of obtaining complete sections of the whole gland before an opinion can be expressed as to the existence of early carcinoma. His opinion is that the malignant change occurs in a gland that has already undergone enlargement by innocent " hypertrophy." Wilson and McGrath,' in 1911 , noted that carcinoma may be found in a prostate removed by operation for apparent benign enlargement, and they remark that the malignant focus appears to commence in an area of prostatic enlargement.
At the meeting of the International Urological Congress held in London in 1911, a long discussion took place on the " Ultimate Result of Prostatectomy."l In the report of the various papers there submitted, I am unable to find any definite record of the finding of carcinoma in the apparently benign enlargement. Hugh Young, in a series of 450 cases upon which he operated, gives no record of any found to be malignant, but quotes some cases in which, as the result of operation, the urinary obstruction was not completely removed or else it partially returned. In most of these cases there was improvement after second operations, but in some there may have been unsuspected carcinoma. Proust, Zuckerkandl, Thomson-Walker and Cuthbert Wallace, in their contributions to the same discussion made no reference to malignant disease.
Fullerton, of Belfast, mentions two cases in which the firmness of the gland on rectal palpation gave rise to a suspicion of malignant disease and in both the microscopic examination proved this to be present, but neither could be called cases of unsuspected carcinoma. Marion, Casper and Pasteau also do not refer to it.
A serious note of the condition is brought out by our President (Sir John Thomson-Walker) in an address on "Some Problems of Prostatectomy" delivered before the Harveian Society in November, 1922.2 In discussing the advisability of operation in early cases, he gives as a reason for this that malignant changes may occur in a prostate the seat of simple benign enlargement. He states that it may occur at the periphery of one lobe as a localized firm, inelastic area, which at operation strips with difficulty, or that it may occur in the centre of a lobe that has shelled out readily at the operation. In a series of 100 consecutive cases of prostatectomy for apparent simple enlargement by Sir John Thomson-Walker, no less than sixteen were found by the pathologist to show areas of carcinomatous change. In eleven of these sixteen cases there was nothing in the clinical examination to suggest malignancy in any form; in four there was a small firm area on one side and in one the prostate was somewhat firm in consistence. These figures are of the utmost importance and if the combined figures reported by Wade, by Sir John, and those above reported by myself, be added together it gives a total of thirty-four cases of unsuspected carcinoma out of 262 cases in prostates removed by operation for apparent benign enlargement in three series of consecutive cases reported without selection-or a percentage rate of nearly 13i0. This is a sufficiently large proportion to be borne in mind when discussing with a patient the necessity for early operation and i-n outlining the prognosis after operation in these cases.
In the course of the foregoing remarks, I have tried to refrain from any discussion on the true pathology of the enlarged prostate and I only introduce it at this stage in order to institute a certain analogy with the types of carcinoma seen in other organs of the body. The senile enlargement of the prostate has been termed by different pathologists "adenoma," "cystic adenoma," " simple hyperplasia," " chronic lobular prostatitis " and " interstitial prostatitis," and as far as I can gather they have not yet made up their minds as to which class it is to belong. The pathologists are not the only persons in doubt about the prostate, for surgeons still seem to be divided in their opinion as to whether the operation of prostatectomy is to be regarded as a complete enucleation of the whole gland or as the removal of adenomatous masses from a false capsule formed of compressed prostatic tissue. I do not venture to express any decided opinion on these vexed questions, which might in turn, in these days of prostatic surgery, change other opinions forcibly expressed in the earlier days; my motive this evening is rather to direct your attention to the comparative frequency with which carcinoma may exist as a small undetected focus in a prostate the seat of senile enlargement. The analogy which I wish to point out is that between these cases and those of carcinoma in other glandular structures in the body. In the case of the breast, of the tongue, of the stomach and of the intestine, as well as in that of other organs,. the opinion has been expressed that carcinoma may occur in areas which have been the seat of simple chronic inflammation or of ulceration. May not the same sequence occur in the prostate and thus carcinoma commence as a focus in a gland already the seat of the benign enlargement ?
DISCUSSION.
Dr. C. G. CUMSTON (Geneva) said that in his experience he had found the percentage of malignant foci in apparently simple prostatic hypertrophies to be practically the same as that arrived at by Mr. Swan. He (Dr. Cumston) had for many years taught that the adenomatous prostate was in every way, clinically, closely similar to the adenomatous breast in the female, a neoplastic process which, sooner or later, underwent malignant transformation, and this applied to adenoma of the prostate. These central or peripheral malignant foci, while still small, were impossible to diagnose clinically, and it was only by careful and complete histological sections of the gland removed that they could be discovered. Text-books were misleading in stating that cancer of the prostate could be diagnosed when the gland was large, hard and nodular. When the morbid process had attained the nodular phase the growth would probably have become inoperable or at least would have involved the periprostatic lymph nodes, so that recurrence resulted in a very brief lapse of time following enucleation. Hence every prostate removed should be submitted for histological study of the entire gland.
Mr. FRANK KIDD said that Mr. Jocelyn Swan had done well in bringing up this matter for discussion. The moment was timely, as this kind of case was becoming more common. Before the war he (Mr. Kidd) was accustomed to have sections cut of the prostates removed from his hospital cases. Almost invariably the report came back '"fibro-myo-adenoma." For that reason he had been inclined to discount the figures given by Albarran and Young of the incidence of microscopic carcinoma occurring in prostates removed as being simple, namely, 14 to 20 per cent. He (Mr. Kidd) supposed that the incidence was higher in France and America than it was in England. Since the war, and especially during the last two years, he had been very much impressed with the increasing number of reports that came back on prostates-which he had removed as cases of enlargement of a simple nature labelled " precancerous " or " showing eviaence of cancerous change in part of the gland." This he had put down to the worry and under-feeding of the war as he believed that worry was one of the most important predisposing causes of cancer. So much impressed had he been with this pathological finding that for some time past he had used it as an argument for early operation in the cases of patients coming to consult him. Whereas previously in an early case one had been inclined to leave it to the patient to decide on operation after the matter had been fairly put to him, now he felt it to be his duty to impress the patient with the fact that an early operation might be saving him from the onset of cancerous change in what appeared to be a simple prostate. It was a very important additional argument in favour of early operation. He thought there was now sufficient evidence to enable them to say that a so-called simple adenoma could in the course of years develop a focus of malignant change which would eventually spread in the usual manner of an ordinary carcinoma of the prostate. He based this evidence largely on the length of the history. The ordinary straightforward carcinoma had usually a very short history, all the symptoms appeared within nine months or a year, and they all came on more rapidly and more intensively than those in simple enlargement of the prostate. Whereas in those cases Mr. Swan was discussing there was very often a history of prostatic symptoms lasting over four or five or more years. Again, some of these cases had been seen and examined years before and a simple hypertrophy found, but years later the patients had turned up and had beeni operated upon; and then malignant change had been found in what had been takemt to be a simple gland. Was it possible for a surgeon to train himself to detect these carcinomatous changes in a simlple adenomatous prostate ? If once this possibility were borne in mind, be would, no doubt, become more expert. The point upon whiclh he (Mr. Kidd) would lay most stress was that these prostates were " flat " rather than hard. For many years he had taught the importance of considering the " flatness" when palpating a prostate gland. " Flatness " was the best word to express what was felt, as opposed to the rounded undulating projection presented by a simple prostate on its rectal surface. Diagnosis was of the utmost importance because it was possible, if one could make the diagnosis previous to operation, to carry out Young's total perineal prostatectomy rather than an ordinary suprapubic enucleation.
Only a few months ago he (Mr. Kidd) had made up his mind in dealing with what was apparently a case of simple adenoma of the prostate that there was a small nodule of growth buried in one of the lobes. For that reason he bad advised Young's total prostatectomy and had carried it out successfully. Though the specimen appeared to the naked eye to be adenomatous, yet on section he had been relieved to find that there was definite evidence of eaxly carcinomatous change. He had now done a fair number of these operations for early carcinoma of the prostate and could recommend it as giving most satisfactory results. It was surprising to find how little shock there was in carrying out this operation and how well the patients behaved during their colnvalescence. Young's operation deserved a wider trial in this country.
On the other hand, if it was not possible to make a diagnosis of carcinoma before operating, and if one had enucleated such a gland and had found that the microscopie report was "carcinoma," there was still much that could be done. The question had been asked: "After all was there anything to be done when this discovery was made'? 2" Personally he (Mr. Kidd) always advised these patients to submit to some form of radio-therapy. In his opinion the best results could be obtained by giving the patients an exposure with the Erlangen X-rays, though other forms of radio-therapy might be tried. Was it reasonable to suppose that after the main mass of cancer bad been removed by operation, radio-therapy would be able to deal with the small amount of cancer cells left behind in the tissues ? At any rate it seemed more reasonable to expect it to do this than to expect it to destroy the whole mass of a cancer not submitted to a previous operation.
Another point that needed the greatest care in considering the diagnosis of the nature of a prostatic enlargement was that of paying close attention to the posterior portion of the base of the prostate and to the portion of tissues just above that which lay between the vesicles. These were the spots at which carcinoma was most likely either to start or to spread, though it could arise in other portions of the gland. The point was well established that prostates removed at operation should be carefully cut and examined by a pathologist. Nevertheless in his experience it was not always possible to base the prognosis on the pathological report. Some cases reported as malignant did well, and never gave any further trouble, whereas other cases reported as non-malignant developed mnetastases in a few months, particularly in the bones, and the result was disappointing. He recalled three cases operated upon in the same month in 1919, of which the following were brief records:-Case I.-In this case he had been uncertain whether he was dealing with a fibrous, malignant, or simple prostate. En-ucleation proved extremely difficult, and he felt certain that malignaiit disease was present, yet the pathologist reported "chronic fibrous prostatitis, certainly no &ividence of malignant disease." Six months later that patient had developed a single secondary deposit at the top of the vertebral column and his head fell forward and be died in a moment. C Case II.-The patient's prostate had been adenomatous for some years. It was removed vithout the slightest suspicion that it was malignant. On cuitting it throuigh after the operatioin he (Mr. Kidd) had noted certain areas that looked to him a little suspicious. Sections confirmed the suspected malignancy of these areas, yet they had been completely encapsulated-in large areas of simple adenoma and it would certainly have been thought that all malignant tissue had been removed. In three months this patient had developedt large bony deposits of malignant disease and he died within six months.
Case III.-Here the patient had a prostate that was obviously malignant on one side, yet for certain reasons it was thought advisable to attempt enuicleation rather than undertake Young's perineal operation. Enucleation was carried out satisfactorily, and ever since that time the patient had had no difficulty whatever in passing water. Nevertheless, from time to time he developed large malignant nodules in the bones of his spine and in the ribs and even in the lungs; he became very ill for some weeks, and was almost at death's door, then he suddenly recovered and all the deposits disappeared.
He recorded those cases in order to show how impossible it was to state a certain prognosis in any given case. If an attempt was made to set a time limit the only certainty was that one would be wrong. In this connexion it was important to remeinber the extraordinary latency of carcinoma. For instance, he (Mr. Kidd) recalled a case in which Sir Frederick Treves had simply removed the breast and had left the pectoral muscles in 1895 for proved carcinoma of the breast. The patient had remained quite well until 1912, then she developed secondary deposits in the axillary glands on the salme side. He (Mr. Kidd) had carried out a complete Sampson-Handley operation as if the breast were still present. The glands had proved to be malignant, and the deposits must have been there seventeen years. The patient had since remained Derfectly well for another eleven years.
The following principles, therefore, should be accepted in dealing with carcinoma:
(1) In many cases cancer cells lay latent in the tissues for mnany years, and only lighted up under stress of worry, over-work and exhaustion.
(2) Spontaneous healing of secondary malignant deposits did occur, and was perhaps not so uncommon as was often thought. For instance, he had opened a man's abdomen and had found extensive malignant disease of the stomach and peritoneum. Sections were cut. Within four months all signs of trouble had disappeared, and the man had remained perfectly well. He would relate one very curious case that bore on the diagnosis of malignant prostate:
Mr. Hturry Fenwick had cystoscoped a patieiit aind couild see what appeared to be a malignant ualcer about the size of a half-crown lying near the base of the bladder. Mr. Fenwick sent the patient to the London Hospital with a request to him (Mr. Kidd) to carry out permanent drainage. Upon his opening the bladfder he found the ulcer exactly as described and it was lying on the top of the left lobe of the prostate. The edges did not feel thickened or maligniant and he coula distinctly feel there was a large adenomatous prostate presenit. He therefore enucleated the prostate, the specimen carrying out the ulcer with it. The ulcer proved to be a simple one and the prostate a simple one. It was therefore possible for a simple prostate to ulcerate into the bladder, though he considered this a rare phenomenon.
AMr. E. T. C. MILLIGAN said that two cases of the condition the subject of Mr. Jocelyn Swan's paper had recently com-e under his care. In one the prostate at the timiie of enucleation had been found to be adherent at one part to the capsule. Recurrence of growth was rapid, and a sound was only passed with great difficulty into the bladder on the twelfth day after operation. Post-operative obstruction continued. The mnan was fitted with a permanent suprapubic drainage appliance, and only lived a few months. This was a contrast to the cases recorded that night, some of which had lived for years. The prognosis after operation was difficult, and there was an analogy in cancer of the rectum in which the same difficulty arose: a small recent growth easily, and apparently completely, removed, recurring with great rapidity, whereas clinically unfavourable growths sometimes did not recur for years. From the point of view of prognosis, there were these two definite classes, but there was no recognizable pathological or clinical feature by which to assign a given growth to the rapid or slow recurring class. In his second case the growth of the prostate had been found on removal to be adherent to the urethra, so much so that 1 in. of the urethra was removed with the prostate, and it was this adherence that aroused the suspicion of malignancy, although clinically the signs were those of a benign enlargement.
